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SPECIFICATION 

PROCESS FOR PRODUCING PYRAZOLOACRIDONE DERIVATIVES AND - 
SYNTHETIC INTERMEDIATES THEREOF 

5 Technical Field 

The present invention relates to a process for producing 
pyrazoloacridone derivatives having an antitumor activity, 1- 
(2~carboxyphenyl ) iridazole derivatives, which are useful as 
synthetic intermediates thereof, or the like; and the like. 

10 Background Art ^ 

It is known that pyrazoloacridone derivatives are useful 
as an antitumor agent [Journal of Medicinal Chemistry (J. Med. 
Chem.), Vol. 37,^ pp. 1028-1032 (1994) and Japanese Unexamined 
Patent Application Publication No. 1064/93] . Also, known 

15 processes for producing a pyrazoloacridone derivative include, 
for example, methods described in Japanese Unexamined Patent 
Application Publication No. 1064/93 and Japanese Unexamined 
Patent Application Publication No. 165758/95, and a method 
through the following synthetic intermediate [Japanese 

20 Unexamined Patent Application Publication No. 107641/94, 
Japanese Unexamined Patent Application Publication No. 
76878/90, and Synthesis, pp. 73-76 (1994)]. 

It is kriown that a 1- (2-carboxyphenyl) indazole derivative 
represented by general formula (A) : 




(wherein represents methyl or the like; R^^ represents lower 
alkyl or the like; and R^^ represents nitro or the like) , which 
is useful as synthetic intermediates of a pyrazoloacridone 
derivatives, is produced, for example, by reacting a benzoic 
acid derivative represented by general formula (B) : 




(wherein R^ has the same meaning as defined above; and L-. 
represents bromo or the like) with a compound represented by 
general formula (C) : 




(wherein R^^ and R^^ have the same meanings as defined above, 
respectively) in the presence of a copper catalyst [Japanese 
Unexamined Patent Application Publication No. 107 641/94 and 
Japanese Unexamined Patent Application Publication No. 
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76878/90 and Synthesis, pp. 73-76 (1994)]. However, the 
benzoic acid derivative represented by general formula (B) is 
difficult to obtain easily and in large quantities for 
industrial use, because it requires multiple synthetic steps, 
5 which include steps of protecting, deprotecting and the like, 
are required in the production, and it takes a long period of 
time for the production. Furthermore, since a copper catalyst 
is used in the above production process, an adverse effect on 
the environment by disposing waste liquid containing heavy 

10 metals and the like is of concern. Thus, the above production 
process includes problems as an industrial production process. 

Accordingly, for industrial large-scale supply of desired 
. 1- (2-carboxyphenyr) indazole derivatives, it is necessary to 
solve the above problems. In other words, the development of 

15 a process for , producing a 1- (2-carboxyphenyl) indazole 
derivative through intermediates which can be efficiently 
produced by a small number of steps without using a copper 
catalyst has been desired. • . 

Disclosure of Invention 

20 An object of the present invention is to provide a simple 

industrial process for producing pyrazoloacridone . derivatives 
having an antitumor activity, 1- (2-carboxyphenyl) indazole 
derivatives, which are useful as synthetic intermediates 
thereof, or the like; synthetic intermediates thereof and the 

25 like. 
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The present invention relates to the following (1) to 

(14) : 

(1) A process for producing a pyrazoloacridone derivative 
represented by general formula (V) : 



5 




<wherein R^^, R^^, R^^ and R^^ are the same or different and 
each represents a hydrogen atom, lower alkyl, -(CH2)n"Y-^. 
[wherein n represents an integer of 1 to 6; and represents 
hydroxy, lower alkoxy, or -NR^^R^^ {wherein R^^ and R^^ are the 

10 same or different and each represents a hydrogen atom, lower 
alkyl, or -{CH2)ia-Y2 [wherein m represents an integer of 1 to 
6; and represents hydroxy^ lower alkoxy, or -NR^^R^^ (wherein 
R^^ and R^^ are the same or different and each represents a 
hydrogen atom or lower alkyl)], or R^^ and R"*^ forms a 

15 heterocyclic group together with the adjacent nitrogen atom}], 
or -CH ( (CH2) pOH) 2 (wherein p represents an integer of 1 to 5) > 
which comprises steps of 
, reacting a compound represented by general formula (I) : 




OR 



20 (wherein R represents lower alkyl) 
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with a compound represented by general formula (II): 




[wherein represents a hydrogen atom, -CH2X (wherein X 

represents a hydrogen atom, hydroxy, lower alkoxy or 

5 benzyloxy) , or -OC(=0)R^ (wherein represents lower alkyl) ; 

and r2 represents a hydrogen atom, nitro, halogen, substituted 

or unsubstituted lower alkyl, substituted or unsubstituted 

lower alkoxy, substituted or unsubstituted lower. alkylthio, or 

a substituted or unsubstituted aryl] 

10 in the presence of a base 

to produce a compound represented by general formula (III) : 

,i 




=/ (HI) 



(wherein R, R^ and R^ have the same meanings as defined above, 
respectively) ; 
15 and 

hydrolyzing a cyano group of the resulting compound 
represented by general formula (III) 
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to produce a 1- ( 2-carboxyphenyl ) indazole derivative 
represented by general formula (IV) : 




=/ (IV) 



CO2H 



OR 




(wherein R, and R^ have the same meanings as defined above, 
respectively) . 

(2) process for producing a pyrazoloacridone derivative 
represented by general formula (V) : 

OH Hz 

(V) 

OH O NR^^'R^'^ 

(wherein R^^, R^^, R^*^ and R-^^ have the same meanings as defined 
10 above, respectively) 

which comprises steps of 
reacting 2, 6-dif luorobenzonitrile 

with a compound represented by general formula (II) : 

>1 



(11) 
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(wherein and have the same meanings as defined above, 

respectively) 

in the presence of a base 

to produce a compound represented by general formula (VI) : 




(wherein R^ and R^ have the same meanings as defined above, 
respectively) ; . 

converting the resulting compound represented by general 
formula (VI) into a compound represented by general formula 
10 (III) : 




OR 



(wherein R, R^ and R^ have the same meanings as defined above, 

respectively) ; 

and 

15 hydrolyzing a cyano group of the resulting compound 
represented by general formula (III) 

to . produce a 1- (2-carboxyphenyl) indazole derivative 



represented by general formula (IV) : 




OR 



(wherein R, and R^ have the sake meanings as defined above ^ 
respectively) . 

(3) The process for producing a pyrazoloacridone 
derivative according to the above (1) or {2), wherein R is 
methyl . 

(4) The process for producing a pyrazoloacridone 
derivative according to any one of the above (1) to (3), 
wherein R^ is lower alkyl; and R^ is nitro or halogen. 

(5) A process for producing a 1- (2-carboxyphenyl ) indazole 
derivative represented by general formula (IV) : 



R^ 




OR 



(wherein R, R^ and R^ have the same meanings as defined above, 

respectively) 

which comprises steps of 

reacting a compound represented by general formula (I) : 
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OR 

(wherein R has the same meaning as defined above) 
with a compound represented by general formula (II) : 

•1 



(11) 




(wherein and have the same meanings as defined above, 

respectively) 

in the presence of a base 

to produce a compound represented by general formula (III) : 




=/ (in) 



OR 



10 (wherein R, R^ and R^ have the same meanings as defined above, 
respectively) ; 
and 

hydrolyzing a cyano group of the resulting compound 
represented by general formula (III) . 
15 (6) A process for producing a 1- (2-carboxyphenyl) indazole 
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derivative represented by general formula (IV) : 



R 




(IV) 



OR 



(wherein and R^ have the same meanings as defined above, 

respectively) 
5 which comprises 

reacting 2, 6-dif luorobenzonitrile 

with a compound represented by general formula (II): 



10 respectively) 

in the presence of a base 

to produce a compound represented by general formula (VI) : 



HN 




(11) 



(wherein R^ and R^ have the same meanings as defined above. 




(VI) 



F 



(wherein and have the same meanings as defined above, 

respectively) ; 

converting the resulting compound represented by general 
formula (VI) into a compound represented by general formula 
(III) : • 



(wherein R, ' R^ and R^ have the same meanings as defined above, 

respectively) ; 

and 

hydrolyzing a cyano group of the resulting compound 
represented by general formula (III) • 

(7) The process for producing a 1- (2- 
carboxyphenyl) indazole derivative according to the above (5) 
or (6), wherein R is methyl. 

(8) The ' process for producing. a l-(2- 
carboxyphenyl) indazole derivative according to any one of the 
above (5) to (7), wherein R^ i.s lower alkyl; and R^ is nitro or 
halogen. 

(9) A compound represented by general formula (III) : 




1 



OR 
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OR 



(wherein R, and R^ have the same meanings as defined above, 
respectively) 
or a salt thereof. 
5 (10) The compound according to the above (9), wherein R is 

methyl, or a salt thereof. 

(11) A process for producing a compound represented by 
general formula (III) : 




OR 



10 (wherein R, R^ and R^ have the same meanings as defined above, 
respectively) 
which comprises 

reacting a compound represented by general formula (I) : 




OR 



15 (wherein R has the same meaning as defined above) 
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with a compound represented by general formula (II): 




(wherein and have the same meanings as defined above, 

respectively) 
5 in the presence of a base. 

(12) The process according to the above (11), wherein R is 
methyl . . * 

(13) A compound represented by general . formula (VI) : 




F 



10 (wherein R^ and R^ have the same meanings as defined above, 
respectively), 
or a salt thereof. 

(14) A process for producing a compound represented by 
general formula (VI) : 
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F 



(wherein and have the same meanings as defined above, 

respectively) 
which comprises 
5 reacting 2, 6-dif luorobenzonitrile 

with a compound represented by general formula (II) : 




(wherein R^ and R^ have the same meanings as defined above, 
respectively) 
10 in the presence of a base. 

Hereinafter, the compound represented by general formula 
(I) is referred to as Compound (I). The same applies to the 
compounds of the other formula numbers. 

In the definition of each group in general formulae (I), 
15 (II), (III), (IV), (V) and (VI): 

Examples of the lower alkyl moiety in the lower alkyl, the 
lower alkoxy and the lower alkylthio include straight-chain or 
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branched alkyl groups having 1 to 6 carbon atoms, such as 
methyl, ethyl, propyl, isopropyl, butyl, sec-butyl, tert-butyl, 
pentyl, isopentyl, neopentyl and hexyl. 

Examples of the aryl include aryls having 6 to 14 carbon 
5 atoms, such as phenyl, naphthyl and anthryl • 

The halogen means an atom of fluorine, chlorine, bromine 
or iodine. 

Examples of the heterocyclic group formed together with 
the adjacent nitrogen atom include pyrrolidinyl, piperidino, 
10 piperazinyl, morpholino, thiomorpholino, quinolyl, pyrimidinyl, 
pyridazinyl, pyridyl, pyrrolyl, imidazolyl and pyrazolyl* 

Examples of the substituents in the substituted lower 
t alkyl, the substituted lower alkoxy or the substituted lower 
alkyl thio include halogen. Herein, the halogen has the same 
15 meaning as the above-described halogen. 

Examples of the substituents in the substituted aryl are 
the same or different and include 1 to 3 substituent (s) > such 
as lower alkyl, lower alkoxy and halogen. Herein, the lower 
alkyl, the lower alkoxy and the halogen have the same meanings 
20 as the above-described lower alkyl, ^ lower alkoxy and halogen, 
respectively. 

Examples of processes for producing Compound (III) , 
Compound (IV), Compound (V) and Compound (VI) in the present 
invention will be described below. 
25 Production process 1 
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Compound (IV) can be produced from Compound (I) according 
to the following series of reaction steps: 




(0 (11) (m) (i\0 



(wherein R, and R^ have the same meanings as defined above, 

5 respectively) 

Step 1 : 

Compound (III) can be obtained by reacting Compound (I) 
with Compound (II) in an inert solvent in the presence of 1 to 
5 equivalents, preferably 1 to 2 equivalents of a base based 

10 on Compound (II) . 

Compound (I), which is a raw material, can be commercially 
available, or can be produced from 2, 6-dif luoroberizonitrile, 
which can be obtained easily and in large quantities for 
industrial use, by a method described in, for example. Journal 

15 of Heterocyclic Chemistry (J. Heterocyclic Chem.), Vol. 25, pp. 
1173-1177 (1988), or methods similar to that* 

Compound (II), which is a raw material, can be produced by 
a method described in, for example. Journal of American 
Chemical Society (J. Am. Chem. Soc.)/ Vol. 74, pp. 2009-2012 

20 (1952) or Chemical Abstracts (CA) , Vol. 65, 2245b- (1966), or 
methods similar to those. 
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Examples of the base include hydroxides of an alkali metal 
atom such as sodium hydroxide, potassium hydroxide, and 
lithium hydroxide; hydroxides of an alkaline earth metal atom 
such as calcium hydroxide and magnesium hydroxide; carbonates 
5 of an alkali metal atom such as sodiiam carbonate, sodium 
hydrogericarbonate, potassium carbonate and potassium 
. hydrogencarbonate; carbonates of an alkaline earth metal atom 
such as calcium carbonate; hydrides of an alkali metal such as 
sodium hydride, potassixom hydride and lithium hydride; and 
10 hydrides of an alkaline earth metal such as calcium hydride. 
These may be . used alone or in combination. Among them, sodium 
carbonate, potassium carbonate or sodium hydride is preferable. 

Examples of the inert solvent Include amide solvents such 
as N,N-dimethylformamide (DMF) , N, N-dimethylacetamide (DMA) 
15 and N-methylpyrrolidone (NMP) ; and polar solvents such as N,N- 
dimethylimidazolidinone (DMI) and dimethylsulf oxide (DMSO) . 
These may be used alone or in combination. Among them, DMF or 
NMP is preferable. 

The reaction is generally carried out at a temperature 
20 between 50°C and 150°C, preferably 80°C and 120''C, for 1 to 12 
hours, preferably 1 to 8 hours. 

Compound (I) is used in an amount of 0.8 to 2.0 
equivalents, preferably 1.0 to 1.5 equivalents based on 
Compound (II) . 
25 Step 2: 



Compound (IV) can be obtained by treating Compound (III) 
obtained in step 1 in a solvent in the presence of ah acid 
catalyst . 

Examples of the solvent include water and mixed solvents 
containing water and an alcohol solvent such as methanol and 
ethanol. When the mixed solvent is used, the mixing ratio of 
the alcohol solvent to water is preferably 50 weight/weight % 
or less, particularly preferably 20 weight/weight % or less. 

Examples of the acid catalyst include inorganic acids such 
as hydrochloric acid and sulfuric acid. Among them,, sulfuric 
acid is preferable. The concentration of the acid catalyst in 
the solvent is preferably 10 to 90 weight/weight %, 
particularly preferably 40 to 70 weight/weight %. 

The .reaction is generally carried out at a temperature 
between SO^'C and lOO^'C, preferably VO^'C and lOO^'C, for 5 
minutes to 24 hours, preferably 10 minutes to 6 hours. 
Production process 2 

Compound (III), which is an intermediate in Production 
process 1, can also be produced from 2, 6-dif luorobenzonitrile 
according to the following series of reaction steps: 




Step 3 




F 



^2 



(VI) 
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(wherein R, and R^ have the same meanings as defined above, 

respectively) 
Step 3: 

Compound (VI) can be obtained by reacting 2,6- 
5 dif luorobenzonitrile with Compound (II) in an inert solvent in 
the presence of 1 to 5 equivalents, preferably 1 to 2 
equivalents of a base bas.ed. on Compound (11) . 

2, 6-Dif luorobenzonitrile, which is a raw material, can be 
commercially available and can be obtained easily and. in large 
10 quantities for industrial use. 

Examples of the base include hydroxides of an alkali metal 
atom such as sodium hydroxide, potassium hydroxide and lithium 
hydroxide; hydroxides of an alkaline earth metal atom such as 
calcium hydroxide and magnesium hydroxide; carbonates of an 
15 alkali metal atom such as sodiiam carbonate, sodium 
hydrogencarbonate, potassium carbonate and potassium 
hydrogencarbonate; carbonates of an alkaline earth metal atom 
such as calciiom carbonate; hydrides of an alkali metal such as 
sodium hydride, potassiiam hydride and lithium hydride; and 
20 hydrides of an alkaline earth metal such as calcium hydride. 
These may be used alone or in combination. Among them, sodium 
carbonate, potassium carbonate or sodium hydride is preferable. 

Examples of the inert solvent include amide solvents such 
as DMF, DMA,, and NMP; and polar solvents such as DMI and DMSO. 
25 These may be. used alone or in combination. Among them, DMF is 
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preferable. 

The reaction is generally carried out at a temperature 
between SO^'C and ISO^'C, preferably SC'C and 120''C, for 1 to 10 
hours, preferably 1 to 8 hours. 
5 2, 6-dif luorobenzonitrile is used in an amount of 1.0 to 

20.0 equivalents, preferably 1.0 to 5.0 equivalents based on 
Compound (II) . 
Step 4 : 

Compound (III) can be obtained by treating Compound (VI) 
10 obtained in step 3 in a solvent with 1 to 50 equivalents, 
preferably 1 to 20 equivalents of an alkoxylation agent. 

Examples of the alkoxylation agent include MOR (wherein M 
represents lithium, potassium or sodium; and R has the same 
meaning as defined above) . Specifically, when R is methyl, a 
15 solid of lithixim methoxide (LiOCH3) , sodium methoxide (NaOCH3) 
or potassium methoxide (KOCH3) ; a methanol solution thereof; or 
the like can be used. 

Examples of the solvent include amide solvents such as DMF, 
DMA, and NMP;* ether solvents such as tetrahydrof uran (THF) ; 
2 0 and polar solvents such as DMI, DMSO and methanol. These may 
be used alone or in combination. Among them, DMF, DMA, THF or 
methanol, or mixed solvents thereof is preferable. 

The reaction is generally carried out at a temperature 
between 50 °C and the boiling point of a solvent used in the 
25 reaction, preferably lO^'C and 120°C, or at the boiling point 
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of the solvent used in the reaction, for 1 to 16 hours, 
preferably 1 to 10 hours. 
Production process 3 

Compound (V) can be produced from Compound (IV) obatined 
5 in Production process 1 by a method described in, for example, 
Japanese Unexamined Patent Application Publication No. 
76878/90, Synthesis, pp. 73-76 (1994), Japanese Unexamined 
Patent Application Publication No. 1064/93 or Japanese 
Unexamined Patent Application Publication No . 1 65758/95, or 

10 methods similar to those. 

The intermediates and the desired compounds produced in 
the above-described production processes can be isolated and 
purified by. separation and purification methods which are 
generally used in synthetic organic chemistry, such as 

15 filtration, extraction, washing, drying, concentration,, 
recrystallization and various chromatographies. The 
intermediates can be subjected to the subsequent reaction 
without a particular purification. 

Typical examples of the present invention will now be 

20 described below, but the present invention is not limited to 
these examples. 

Best Mode for Carrying Out the Invention 

EXAMPLE 1: Synthesis of 1- (2-cyano-3-methoxyphenyl) -3-methyl- 
6-nitroindazole (Compound 1) 
25 2-Fluoro-6-methoxybenzonitrile (9.38 g) , 3-methyl-6- 
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nitroindazole {10*0 g) and powdered potassium carbonate (7.80 
g) were stirred in DMF (100 mL) in an atmosphere of nitrogen 
at lOO^'C for 6 hours. Water (100 mL) was added dropwise to 
- the reaction mixture while the reaction system was . kept at 
5 80°C. DMF (50 mL) was added to the suspension and the mixture 
was cooled to room temperature over a period of 4 hours while 
stirring. The precipitated crystals were recovered by 

filtration and the resulting crystals were washed with water 
(100 mL) . Subsequently, the crystals were dried under reduced 
10 pressure to give ' Compound 1 (15.1 g, yield 86.7%) as pale 
yellow crystals. 
Melting point: 244.0''C 

iR-NMR (300 MHz, CDCI3) 6 (ppm) : 8.36 (IH, d, J = 1.8 Hz), 8.11 
(IH, dd, J =1.8, 8.8 Hz), 7.86 (IH, d, J = 8.8 Hz), 7.73 (IH, 
15 t, J = 8.6 Hz), 7.23 (IH, d, J = 8.6 Hz), 7.11 (IH, d, J = 8.6 
Hz), 4.06 (3H, s), and 2.72 (3H, s) . 

i^c-NMR (75 MHz, CDCI3) 6 (ppm): 163.1, 147.5, 145.8, 142.1, 
139.3, 134.8, 128.1, 121.6, 118.1, 116.4, 113.4, 110.8, 106.9, 
99.5,- 56.7, and 12.0. 
20 IR (KBr, cm'i) : 2, 849 (OCH3) , 2,228 (CN) , 1,528 and 1,346 (NO2) . 
HRMS (ESI+) : calculated value (C16H13N4O3) ; 309 . 0988 , measured 
value; 309.0979. 

EKAMPLE 2: Synthesis of 1- ( 2-carboxy-3-methoxyphenyl ) -3- 
methyl-6-nitroindazole (Compound 2) 
25 Compound 1 (1.00 g) obtained in Example 1 was added to an 
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aqueous solution of 50% sulfuric acid (40 luL) , and the mixture 
was stirred at 80 °C for 1^ hour. The reaction mixture was 
poured into water (200 mL) little by little while stirring. 
^ The white suspension was stirred at 0*^0 for more than 2 hours. 
5 The precipitated crystals were recovered by filtration and the 
resulting crystals were washed with water. Subsequently, the 
crystals were dried at 40 ^^C under reduced pressure to give 
Compound 2 (0.972 g, yield 91.6%). 

iH-NMR (300 MHz, DMSO-dg) 6 (ppm) : 8.22 (IH, dd, J = 0.6, 1.8 
10 Hz), 8.10 (IH, dd, J = 0.6, 8.8 Hz), 8.04 (IH, dd, J = 1.8, 
8.8 Hz), 7.65 (IH, t, J = 7.9 Hz), 7.31 (IH, d, J = 7.9 Hz), 
7.29 (IH, d, J = 7.9 Hz), 3.90 (3H, s) , and 2.62 (3H, s) . 

EXAMPLE 3: Synthesis of 1- (2-cyano-3-f luorophenyl) -3-methyl-6- 
nitroindazole (Compound 3) 

15 2, 6-Dif luorobenzonitrile (5.89 g) , 3-methyl-6- 

nitroindazole (5.00 g) and powdered potassium carbonate (11.7 
g) were stirred in DMF (85 mL) in an atmosphere of nitrogen 
at 90°C for 5 hours. The reaction mixture was cooled to room 
temperature, and a precipitated insoluble substance was 

20 removed by filtration. ' The DMF was distilled away from the 
resulting filtrate under reduced pressure. The resulting 
residue was dissolved in ethyl acetate, water was added to the 
solution, and then the mixture was separated. The organic 
layer was sequentially washed with water and a saturated brine 

25 solution and was dried over anhydrous magnesium sulfate. The 
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ethyl acetate was distilled away under reduced pressure. 

Subsequently, the resulting residue was purified by silica gel 

column chromatography (eluate: ethyl acetate/hexane = 40/60) 

to give Compound 3 (2.72 g, yield 32.5%) as crystals. 

5 Melting point: 199.7''C 

iH-NMR (300 MHz, CDCI3) 6 (ppm) : 8.41 (IH, d, J = 2.^0 Hz), 8.16 

(IH, dd, J =.2.0, 8.8 Hz), 7.89 (IH, d, J = 8.8 Hz), 7.81 (IH, 

dt, J = 6.0, 8.3 Hz), 7.51 (IH, d, J = 8.3 Hz), 7.35 (IH, dt, 

J =0.9, 8.3 Hz), and 2 . 73 (3H, s) . 

10 i3c_]siMR (75 MHz, CDCI3) 6 (ppm): 164.5 (d, = 262 Hz), 147.7, 

146.5, 141.8 (d, 3j = 2.5 Hz), 139.1, 135.3 (d, = 10. 0 Hz), 

128.4, 121.9, 121.1 (d, .^J = 3.8 Hz), 116.9, 115.6 (d, 2j = 

19.9 Hz), 111.2, 106.6, 99.3 (d, 2j = 17.4 hz) , and 12.0. 

IR (KBr> cm-i) : 2,233 (CN) , 1,535 and 1,350 (NO2) . 

15 EXAMPLE 4: Synthesis of 1- (2-cyano-3-methoxyphenyI) -3-methyl- 
6-nitroindazole (Compound 1) 

Compound 3 (100 mg) synthesized in Example 3 was suspended 
in a mixed solvent including methanol (5.0 mL) and THF (5.0 
mL) . A 28% methanol solution of sodium methoxide (1.30 g) was 

20 added to the suspension, and then the mixture was refluxed 
under heating at 75''C to 80*'C for 7 hours. The solvent was 
distilled away under reduced pressure. Subsequently, methanol 
(5.0 mL) and water (5.0 mL) were added to the residue. The 
precipitated crystals were recovered by filtration and the 

25 resulting crystals were washed with water (10 mL) . 
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Subsequently, the crystals were dried under reduced pressure 
to give Compound 1 (96,6 mg, yield 92.7%) as pale yellow 
crystals. It was confirmed that Compound 1 synthesized by 
this reaction was the same as the compound obtained in. Example 
5 1 by a measurement of ^H-NMR spectrum. 
Industrial Applicability 

According to the . present invention, a simple industrial 
process for producing pyrazoloacridone derivatives having an 
antitumor activity, 1- (2-carboxyphenyl) indazole derivatives, 
10 which are useful as synthetic intermediates thereof, or the 
like; synthetic intermediates thereof and the like are 
provided. 



